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admission that the drug caused or con-
tributed to an adverse experience. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 55 FR 11579, Mar. 29, 
1990; 62 FR 52250, Oct. 7, 1997; 67 FR 9585, Mar. 
4, 2002]

§ 312.33 Annual reports. 
A sponsor shall within 60 days of the 

anniversary date that the IND went 
into effect, submit a brief report of the 
progress of the investigation that in-
cludes: 

(a) Individual study information. A 
brief summary of the status of each 
study in progress and each study com-
pleted during the previous year. The 
summary is required to include the fol-
lowing information for each study: 

(1) The title of the study (with any 
appropriate study identifiers such as 
protocol number), its purpose, a brief 
statement identifying the patient pop-
ulation, and a statement as to whether 
the study is completed. 

(2) The total number of subjects ini-
tially planned for inclusion in the 
study; the number entered into the 
study to date, tabulated by age group, 
gender, and race; the number whose 
participation in the study was com-
pleted as planned; and the number who 
dropped out of the study for any rea-
son. 

(3) If the study has been completed, 
or if interim results are known, a brief 
description of any available study re-
sults. 

(b) Summary information. Information 
obtained during the previous year’s 
clinical and nonclinical investigations, 
including: 

(1) A narrative or tabular summary 
showing the most frequent and most 
serious adverse experiences by body 
system. 

(2) A summary of all IND safety re-
ports submitted during the past year. 

(3) A list of subjects who died during 
participation in the investigation, with 
the cause of death for each subject. 

(4) A list of subjects who dropped out 
during the course of the investigation 
in association with any adverse experi-
ence, whether or not thought to be 
drug related. 

(5) A brief description of what, if any-
thing, was obtained that is pertinent to 
an understanding of the drug’s actions, 

including, for example, information 
about dose response, information from 
controlled trails, and information 
about bioavailability. 

(6) A list of the preclinical studies 
(including animal studies) completed 
or in progress during the past year and 
a summary of the major preclinical 
findings. 

(7) A summary of any significant 
manufacturing or microbiological 
changes made during the past year. 

(c) A description of the general inves-
tigational plan for the coming year to 
replace that submitted 1 year earlier. 
The general investigational plan shall 
contain the information required under 
§ 312.23(a)(3)(iv). 

(d) If the investigator brochure has 
been revised, a description of the revi-
sion and a copy of the new brochure. 

(e) A description of any significant 
Phase 1 protocol modifications made 
during the previous year and not pre-
viously reported to the IND in a pro-
tocol amendment. 

(f) A brief summary of significant 
foreign marketing developments with 
the drug during the past year, such as 
approval of marketing in any country 
or withdrawal or suspension from mar-
keting in any country. 

(g) If desired by the sponsor, a log of 
any outstanding business with respect 
to the IND for which the sponsor re-
quests or expects a reply, comment, or 
meeting. 

[52 FR 8831, Mar. 19, 1987, as amended at 52 
FR 23031, June 17, 1987; 63 FR 6862, Feb. 11, 
1998; 67 FR 9585, Mar. 4, 2002]

§ 312.34 Treatment use of an investiga-
tional new drug. 

(a) General. A drug that is not ap-
proved for marketing may be under 
clinical investigation for a serious or 
immediately life-threatening disease 
condition in patients for whom no com-
parable or satisfactory alternative 
drug or other therapy is available. Dur-
ing the clinical investigation of the 
drug, it may be appropriate to use the 
drug in the treatment of patients not 
in the clinical trials, in accordance 
with a treatment protocol or treat-
ment IND. The purpose of this section 
is to facilitate the availability of 
promising new drugs to desperately ill 
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patients as early in the drug develop-
ment process as possible, before gen-
eral marketing begins, and to obtain 
additional data on the drug’s safety 
and effectiveness. In the case of a seri-
ous disease, a drug ordinarily may be 
made available for treatment use under 
this section during Phase 3 investiga-
tions or after all clinical trials have 
been completed; however, in appro-
priate circumstances, a drug may be 
made available for treatment use dur-
ing Phase 2. In the case of an imme-
diately life-threatening disease, a drug 
may be made available for treatment 
use under this section earlier than 
Phase 3, but ordinarily not earlier than 
Phase 2. For purposes of this section, 
the ‘‘treatment use’’ of a drug includes 
the use of a drug for diagnostic pur-
poses. If a protocol for an investiga-
tional drug meets the criteria of this 
section, the protocol is to be submitted 
as a treatment protocol under the pro-
visions of this section. 

(b) Criteria. (1) FDA shall permit an 
investigational drug to be used for a 
treatment use under a treatment pro-
tocol or treatment IND if: 

(i) The drug is intended to treat a se-
rious or immediately life-threatening 
disease; 

(ii) There is no comparable or satis-
factory alternative drug or other ther-
apy available to treat that stage of the 
disease in the intended patient popu-
lation; 

(iii) The drug is under investigation 
in a controlled clinical trial under an 
IND in effect for the trial, or all clin-
ical trials have been completed; and 

(iv) The sponsor of the controlled 
clinical trial is actively pursuing mar-
keting approval of the investigational 
drug with due diligence. 

(2) Serious disease. For a drug in-
tended to treat a serious disease, the 
Commissioner may deny a request for 
treatment use under a treatment pro-
tocol or treatment IND if there is in-
sufficient evidence of safety and effec-
tiveness to support such use. 

(3) Immediately life-threatening disease. 
(i) For a drug intended to treat an im-
mediately life-threatening disease, the 
Commissioner may deny a request for 
treatment use of an investigational 
drug under a treatment protocol or 
treatment IND if the available sci-

entific evidence, taken as a whole, fails 
to provide a reasonable basis for con-
cluding that the drug: 

(A) May be effective for its intended 
use in its intended patient population; 
or 

(B) Would not expose the patients to 
whom the drug is to be administered to 
an unreasonable and significant addi-
tional risk of illness or injury. 

(ii) For the purpose of this section, 
an ‘‘immediately life-threatening’’ dis-
ease means a stage of a disease in 
which there is a reasonable likelihood 
that death will occur within a matter 
of months or in which premature death 
is likely without early treatment. 

(c) Safeguards. Treatment use of an 
investigational drug is conditioned on 
the sponsor and investigators com-
plying with the safeguards of the IND 
process, including the regulations gov-
erning informed consent (21 CFR part 
50) and institutional review boards (21 
CFR part 56) and the applicable provi-
sions of part 312, including distribution 
of the drug through qualified experts, 
maintenance of adequate manufac-
turing facilities, and submission of IND 
safety reports. 

(d) Clinical hold. FDA may place on 
clinical hold a proposed or ongoing 
treatment protocol or treatment IND 
in accordance with § 312.42. 

[52 FR 19476, May 22, 1987, as amended at 57 
FR 13248, Apr. 15, 1992]

§ 312.35 Submissions for treatment 
use. 

(a) Treatment protocol submitted by 
IND sponsor. Any sponsor of a clinical 
investigation of a drug who intends to 
sponsor a treatment use for the drug 
shall submit to FDA a treatment pro-
tocol under § 312.34 if the sponsor be-
lieves the criteria of § 312.34 are satis-
fied. If a protocol is not submitted 
under § 312.34, but FDA believes that 
the protocol should have been sub-
mitted under this section, FDA may 
deem the protocol to be submitted 
under § 312.34. A treatment use under a 
treatment protocol may begin 30 days 
after FDA receives the protocol or on 
earlier notification by FDA that the 
treatment use described in the protocol 
may begin. 

(1) A treatment protocol is required 
to contain the following: 
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